A new antitumor antibiotic (1), isolated from the culture broth of Streptomyces sandaensis No. 6897, was found to have unique structure1*^. FR-900482 differs from the mitomycin family of antibiotics due to the lack of a quinoid structure, although FR-900482 resembles the mitomycins with respect to the aziridine function and a carbamoyloxymethyl group. Examination of the structure suggests that the biosynthesis of FR-900482 may be presumed to be derived from a number of compoundswhich structurally resemble parts of the molecule.
S. sandaensis No. 6897 was inoculated into a seed medium (40 ml) in a 250-ml Erlenmeyer flask and cultured at 30°C for 72 hours at 250 rpm using a rotary shaker. The seed medium(pH 7.0) was composed of soluble starch 2%, glucose 0.5%, dried yeast 1 %, Pharmamedia 1 %, corn steep liquor 0.5% and CaCO3 0.2%. The seed culture (1 ml) was transferred to 50ml of a production mediumand cultured for 144 hours under the same conditions.
The production medium (pH 6.0) was composed of soluble starch 2%, maltose 2%, dried yeast 1%, wheat germ 3% and CoSO4à"7H2O 1 x10"3%. Radioactive compounds were added to fermentation broths at 72 hours to give the final concentration indicated in Table 1 . After 72 hours of additional incubation, the fermentation was terminated and the mycelia were removed by centrifugation (2,000rpm for 15 minutes). The supernatant fluid was passed through a column of Diaion HP-20 and washed with deionized water. The column was eluted with 50% aq MeOH.The eluate was subjected to TLCon silica gel plates is approximately 0.1 %.
As shown in Table 1 Since the 13C NMRspectrum of 13C-1 itself was rather complicated due to the tautomeric mixture of A and B, 13C-1 was converted to 13C-triacetate 2 so that it might be easy to analyze the NMR spectrum. Acetylation of 13C-1 with acetic anhydride in pyridine gave 13C-2 as a major product, the XH and 13C NMR signals of which were completely assigned with the aid of the two-dimensional (2D) NMR technique2-*. The enhanced intensity of the 13C satellite signals of the 12-carbon (d 31.6, /Ci2,ci3 = 43.5Hz) was 26.0%. This value was in good agreement with the data (27.9 %) obtained from the electron impact mass spectrometry (EI-MS) spectrum of 13C-2 in comparison with that of compound 2 derived from the cold FR-900482.
In conclusion, these biogenetic studies of FR-900482 indicate the possibility that AHBAis a possible precursor of FR-900482 and that dglucosamine is incorporated as an intact unit into the antibiotic.
